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DETAILED ACTION 

r 

Claims 4, 6, 10, 13, 16, 17 and 21 have been cancelled by Applicant in a 
preliminary amendment filed 07 January 2005. Claims 1-3, 5, 7-9, 11,12, 14, 15, 18-20 
and 22-25 are pending. No claim is allowed at this time. 

Information Disclosure Statement 

The information disclosure statement filed 07 January 2005 fails to comply with 
37 CFR 1 .98(a)(2), which requires a legible copy of each cited foreign patent document; 
each non-patent literature publication or that portion which caused it to be listed; and all 
other information or that portion which caused it to be listed. The Foreign Patent 
Documents EP 0955062, GB 2371227, and WO 01/03741 have been crossed out on 
the IDS. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-3, 5, 7-9, 11, 12, 14, 15, 18-20 and 22 and 23 are rejected under 35 
U.S.C. 102(b) as being anticipated by U.S. Patent No. 5,763,394 (hereinafter O'Connor 
et al.). 
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The instant claims are drawn to a multi-dosage liquid pharmaceutical formulation 
of human growth hormone (hGH) consisting essentially of: 

a) about 5 mg/ml to about 100 mg/ml hGH, 

b) about 2 mg/ml to about 5 mg/ml phenol, 

e) about 5 mM to about 100 mM aqueous buffer, 

d) about 0.05 to about 4 mg/ml non-ionic surfactant, and 

e) a tonicity-adjusting agent, 

wherein the formulation has a tonicity of from about 100 mOsm/kg to about 500 
mOsm/kg, pH of from about 6.1 to about 6.3, and is substantially free of an amino acid 
excipient. Preferably, the aqueous buffer is a phosphate, citrate, acetate, or formate 
buffer and the non-ionic surfactant is poloxamer 188 or a polysorbate. Most preferably, 
the aqueous buffer is a phosphate buffer and the non-ionic surfactant is poloxamer 188. 
The tonicity-adjusting agent is selected from the group consisting of sugar, a sugar 
alcohol, a polyol and a neutral salt. Preferably, the tonicity-adjusting agent is mannitol. 

O'Connor et al. disclose a human growth hormone formulation consisting 
essentially of (claim 9): 

a) 1 mg/ml to 20 mg/ml hGH, 

b) a preservative, 

c) a buffer system to provide a pH of 5.5 to 7, 

d) 0.1 % w/v to 1 % w/v non-ionic surfactant, and 

e) 50 mM to 200 mM neutral salt. 

O'Connor et al. further disclose the buffer is selected from the group consisting of 
citrate, phosphate and acetate buffers (claim 16), and is most advantageously in the 
range of about 2 mM to about 50 mM (column 3, lines 46-48). O'Connor et al. further 
* disclose the non-ionic surfactant is poloxamer 188, poloxamer 184, or polysorbate 

(claims 11 and 12). O'Connor et al. further disclose that the preferred preservatives 
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include 0.2-0.4%% w/v phenol (column 3, lines 54 and 55; and claim 17). O'Connor et 
al. further disclose that about 5 mg/ml to about 50 mg/ml mannitol may be included in 
the aqueous hGH formulations, as opposed to the neutral salts (column 3, lines 62-64). 

O'Connor et al. further disclose a directly injectable hGH formulation consisting 
essentially of: 

a) 5mg/ml hGH, 

b) 0.5 mg/ml phenol, 

c) 2.5 mg/ml sodium citrate (aqueous buffer), 

d) 2.0 mg/ml polysorbate 20 (non-ionic surfactant), and 

e) 8.8 mg/ml sodium chloride (neutral salt/tonicity agent), 

wherein the hGH formulation is at a pH of 6 (claim 18). 

O'Connor et al. further disclose an hGH formulation containing: 

a) 5mg/ml hGH, 

b) 0.25% w/v phenol, 

c) 10 mM sodium citrate (aqueous buffer), 

d) 0.1% w/v poloxamer 188 (non-ionic surfactant), and 

e) 50 mM mannitol (tonicity adjusting agent). 

wherein the hGH formulation is at pH 6.0 (column 7, lines 58-67; and Table 3, 
Formulation 52). 

O'Connor et al. further disclose that the neutral salts concentration is adjusted to 
near isotonicity, depending on the other ingredients present in the formulation (column 
4, lines 1-5). 

Therefore, for the aforementioned reasons, O'Connor et al. fully anticipate all the 
limitations of the instant claims. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the' 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1,148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1.56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 
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Claims 1, 2 and 24 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over O'Connor et al. 

Applicant claims: 

The Applicant claims a multi-dosage liquid pharmaceutical formulation essentially 
consisting of: 

a) 6.67 mg/ml hGH, 

b) 2.5 mg/ml phenol, 

c) 10 mM sodium phosphate buffer (aqueous buffer), 

d) 30 mg/ml mannitol (tonicity agent), and 

e) 2 mg/ml poloxamer 188 (non-ionic surfactant), 

wherein the hGH formulation is at a pH of 6.2. 

Determination of the scope and content of the prior art 

(MPEP2141.01) 

The teachings of O'Connor et al. are described .above. Essentially, O'Connor et 
al. teaches hGH formulations consisting of hGH, phenol, buffer, non-ionic surfactant, 
and mannitol. 

Ascertainment of the difference between the prior art and the claims 

(MPEP2141.02) 

O'Connor et al. do not explicitly teach an hGH formulation consisting essentially 

of: 

a) 6.67 mg/ml hGH, 

b) 2.5 mg/ml phenol, 

c) 10 mM sodium phosphate buffer (aqueous buffer), 

d) 30 mg/ml mannitol (tonicity agent), and 

e) 2 mg/ml poloxamer 188 (non-ionic surfactant), 

wherein the hGH formulation is at a pH of 6.2. 



Application/Control Number: 10/520,569 Page 7 

Art Unit: 1616 

However, O'Connor et al. do teach their hGH formulations consisting essentially of: 

a) from about 1 mg/ml to. about 20 mg/ml hGH (column 3, lines 13-25), 

b) 0.2-0.4% (w/v) phenol (column 3, lines 50-56), 

c) from about 2 mg/ml to about 50 mM buffer, including phosphate buffer 

(column 3, lines 46-49), 

d) from about 0.1% (w/v) to about 5% (w/v) non-ionic surfactant, including 

poloxamer 188 (column 3, lines 33-39), and 

e) from about 5 mg/ml to about 50 mg/ml mannitol (column 3, lines 62-64). 

wherein the formulations have a pH of from about 5.5 to about 7. 

Finding of prima facie obviousness 
Rational and Motivation (MPEP 2142-43) 

Therefore, it would have been prima facie obvious for one skilled in the art at the 
time of the invention to prepare an hGH formulation taught by O'Connor et al., wherein 
the formulation consists essentially of: 

a) 6.67 mg/ml hGH, 

b) 2.5 mg/ml phenol, 

c) 10 mM sodium phosphate buffer (aqueous buffer), 

d) 30 mg/ml mannitol (tonicity agent), and 

e) 2 mg/ml poloxamer 188 (non-ionic surfactant), 

and having a pH of 6.2, because O'Connor teaches each of the components of the hGH 
formulation with the suitable ranges that overlap the components of the instantly 
claimed invention. 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 
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2. Claim 25 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
O'Connor et al. 

Applicant claims: 

The Applicant claims a kit comprising an injection device and a separate 
container containing a multi-dosage liquid formulation of hGH consisting essentially of: 

a) about 5 mg/ml to about 100 mg/ml hGH, 

b) phenol, 

c) an aqueous buffer, and 

d) a non-ionic surfactant, 

wherein the hGH formulation is at a pH of about 6.1 to about 6.3. 

Determination of the scope and content of the prior art 

(MPEP 2141.01) 

The teachings of O'Connor et al. are described above. Essentially, O'Connor et 
al. teaches hGH formulations consisting of from about 1 mg/ml to about 20 mg/ml hGH, 
phenol, aqueous buffer, and non-ionic surfactant at a pH of from about 5.5 to about 7. 

Ascertainment of the difference between the prior art and the claims 

(MPEP 2141.02) 

O'Connor et al. do not explicitly teach a kit comprising the hGH formulation. 
However, O'Connor et al. do teach a method for using their hGH formulation comprising 
formulating their composition in a pharmaceutically acceptable, injectable sterile 
aqueous vehicle, storing said formulation, and directly injecting the stored formulation 
into a patient (claims 20-23). 
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Finding of prima facie obviousness 
Rational and Motivation (MPEP 2142-43) 

Therefore, it would have been prima facie obvious for one skilled in the art at the 
time of the invention to prepare, kit comprising the hGH formulation taught by O'Connor 
et al M wherein the kit comprises an injectable device and a container, with a multi- 
dosage liquid formulation of hGH because O'Connor et al. teach storing their hGH 
formulation followed by injecting the formulation into a patient. Thus, the method taught 
by O'Connor et al. requires the use of an injectable device and a container to store the 
hGH formulation. 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nathan W. Schlientz whose telephone number is 571* 
272-9924. The examiner can normally be reached on 8:30 AM to 5:00 PM, Monday 
through Friday. 



Application/Control Number: 10/520,569 



Page 10 



Art Unit: 1616 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Nathan W. Schlientz, Ph.D. 

Patent Examiner v 
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Johkin Richter, Ph.D.7Esq. 



"Supervisory Patent Examiner 
Technology Center 1600 
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